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Amendments to the Claims : 

This listing of claims will replace all prior versions, and listings, of claims in the 
application: 

Claims 1-8 (Cancelled) 

Claim 9 (Currently Amended) A method for inhibiting synovial cell growth, 

comprising administering to a patient in need thereof a pharmaceutical 
composition comprising humanized PM-1 antibody and a physiologically 
acceptable carrier , wherein said humanized PM-1 antibody comprises 
(A) L chains of an antibodv to a human IL-6 receptor, each comprising: 
(I) a variable (V) region of a light (L) chain of an antibodv to the 
htmian IL-6 receptor having the following structure: 
FRl '-CDR1 '-FR2'-CDR2'-FR3'-CDR3'-FR4' 
wherein CDRl '. CDR2' and CDR3' represent a set of three 
complementarity determining regions comprising a set of the following 
amino acid sequences: 

CDRl ' Arg Ala Ser Gin Asp He Ser Ser Tvr Leu Asn (SEP ID 
NO: 2) 

CDR2' Tvr Thr Ser Arg Leu His Ser (SEP ID NO: 3^) 

CDR3 ' Gin Gin Glv Asn Thr Leu Pro Tvr Thr (SEP ID NP: 4): 

and the FRl '. FR2'. FR3' and FR4' comprise a set of 

the following amino acid sequences: 
FRl ' Asp He Gin Met Thr Gin Ser Pro Ser Ser Leu Ser Ala 

Ser Val Glv Asp Arg Val Thr He Thr Cvs (SEP ID NP: 

5} 

FR2' Trp Tvr Gin Gin Lvs Pro Glv Lvs Ala Pro Lvs Leu Leu 
He Tvr (SEP ID NP: 6) 

FR3 ' Glv Val Pro Ser Arg Phe Ser Glv Ser Glv Ser Glv Thr 
Asp Phe Thr Phe Thr He Ser Ser Leu Gin Pro Glu Asp 
He Ala Thr Tvr Tvr Cvs (SEP ID NP: 7) 

FR4' Phe Glv Gin Glv Thr Lvs Val Glu He Lvs (SEP ID NP: 

8)i 



6 



Atty. Dkt. No. 053466-0296 



rKl 


Asp lie Uln Met Inr Oln ber rro Ser Ser Leu Ser Ala 




Ser Val Glv Asd Are Val Thr He Thr Cvs fSEO ID NO: 




5j 
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Asp Tvr Thr Phe Thr He Ser Ser Leu Gin Pro Glu Asn 




He Ala Thr Tvr Tvr Cvs f SEO ID NO: 9) 


FR4' 


Phe Glv Gin Glv Thr Lvs Val Glu He Lvs f SEO ID NO: 



8}i 



and 

(2) a C region of an L chain of a human antibody Ck: and 
rB) H chains of an antibody to the human IL-6 receptor, each comprising: 

(n a V region of a heavy (H") chain of an antibody to the human IL-6 

receptor haying the folio vying structure: 

FRl ^-CDR 1 ^-FR2^-CDR2^-FR3^-CDR3^-FR4^ 

wherein CDRl^. CDR2^ and CDR3^ represent a set of three 

complementarity determining regions comprising a set of the following 

amino acid sequences: 

CDRl^ Ser Asp His Ala Trp Ser (SEP ID NO: 10^ 
CDR2^ Tyr He Ser Tyr Ser Gly He Thr Thr Tyr Asn Pro Ser 

Leu Lys Ser (SEP ID NO: 1 1) 
CDR3^ Ser Leu Ala Arg Thr Thr Ala Met Asp Tyr fSEO ID 
NP: 12^; 

and the FRl^ FR2^. FR3^ and FR4^ comprise a set of the following 
amino acid sequences: 

FRl^ Gin Val Gin Leu Gin Glu Ser Gly Pro Gly Leu Val Arg 

Pro Ser Gin Thr Leu Ser Leu Thr Cys Thr Val Ser Gly 

Tyr Ser He Thr rSEP ID NP: 13^) 
FR2^ Trp Val Arg Gin Pro Pro Gly Arg Gly Leu Glu Trp He 

Gly rSEPIDNP: 14^) 
FR3 Arg Val Thr Met Leu Arg Asp Thr Ser Lys Asn Gin 

Phe Ser Leu Arg Leu Ser Ser Val Thr Ala Ala Asp Thr 

Ala Val Tyr Tyr Cys Ala Arg (SEP ID NP: 15^ 
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rR4 


1 rD Crly Cjln Glv Ser Leu Val Thr Val Ser Ser ( SEO ID 




NO: 16); 


rRl 


Asp Val Gin Leu Gin Glu Ser Glv Pro Glv Leu Val Are 




Pro Ser Gin Thr Leu Ser Leu Thr Cvs Thr Val Ser Glv 




Tvr Thr Phe Thr (SEO ID NO: 1 7 ) 


T^TI '^2 


Trp Val Arg Gin Pro Pro Glv Are Glv Leu Glu Trp Met 




Glv (SEO ID NO: 18) 


■C7TJ '^2 

rR3 


Are Val Thr Met Leu Are Asp Thr Ser Lvs Asn Gin 




Phe Ser Leu Are Leu Ser Ser Val Thr Ala Ala Asp Thr 




Ala Val Tvr Tvr Cvs Ala Are (SEO ID NO: 15) 


FR4 


Trp Glv Gin Glv Ser Leu Val Thr Val Ser Ser (SEO ID 




NO: 16); 


FRl 


Gm Val Gin Leu Gin Glu Ser Glv Pro Glv Leu Val Are 




Pro Ser Gin Thr Leu Ser Leu Thr Cvs Thr Val Ser Glv 




Tvr Thr Phe Thr (SEO ID NO: 19) 


FR2 


17 1 A 1 T* T* 1 A ^ 1 T _ /"^ 1 "T" A >r j. 

Trp Val Arg Gin Pro Pro Glv Are Glv Leu Glu Trp Met 




Glv (^SEO ID NO: 18) 


FR3 


A 17 1 T'l * jT J. T A A O T A 1 

Are Val Thr Met Leu Arg Asp Thr Ser Lvs Asn Gin 




Phe Ser Leu Are Leu Ser Ser Val Thr Ala Ala Asp Thr 




A 1 17 1 T" A 1 A /OT'/^ TTN "K.!/^ 1 C\ 

Ala Val Tvr Tvr Cvs Ala Are (SEO ID NO: 15) 


FR4 


T" /^1 /^1 1 O T 17 1 nPI 1 7 1 CI C* / CyV^ /~\ TTX 

Trp Glv Gin Glv Ser Leu Val Thr Val Ser Ser (SEO ID 




NO: 16); 


FRl 


A 17 1 1 T 1 1 O 1 1 T 1 7 1 A 

Asp Val Gm Leu Gin Glu Ser Glv Pro Glv Leu Val Are 




Pro Ser Gin Thr Leu Ser Leu Thr Cvs Thr Val Ser Glv 




Tvr Thr Phe Thr (SEO ID NO: 1 7 ) 


T7T> '^2 

FR2 


T 17 1 A / ^ 1 T4_ T> / 1 1 A / ^ 1 T 1 T" T 1 _ 

1 rp Val Are Gin Pro Pro Glv Arg Glv Leu Glu Trp lie 




Glv (SEO ID NO: 14) 


FR3 


A 17 1 T'L ■kjTni.T A A^ T'l- CI T A 1 

Are Val Thr Met Leu Are Asp Thr Ser Lvs Asn Gin 




Phe Ser Leu Arg Leu Ser Ser Val Thr Ala Ala Asp Thr 




Ala Val Tvr Tvr Cvs Ala Are TSEO ID NO: 1 5) 


FR4^ 


Tro Glv Gin Glv Ser Leu Val Thr Val Ser Ser fSEO ID 


NO: 16^: 
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FRl ^ Gin Val Gin Leu Gin Glu Ser Glv Pro Glv Leu Val Are 
Pro Ser Gin Thr Leu Ser Leu Thr Cvs Thr Val Ser Glv 
Tvr Thr Phe Thr rSEO ID NO: 19) 

FR2^ Trp Val Are Gin Pro Pro Glv Are Glv Leu Glu Trp He 
Glv (SEP ID NO: 14^) 

FR3^ Are Val Thr Met Leu Are Asp Thr Ser Lvs Asn Gin 

Phe Ser Leu Are Leu Ser Ser Val Thr Ala Ala Asp Thr 
Ala Val Tvr Tvr Cvs Ala Are (SEP ID NO: 1 5^ 

FR4^ Trp Glv Gin Glv Ser Leu Val Thr Val Ser Ser (SEO ID 
NP: 16): 

or 

FRl^ Gin Val Gin Leu Gin Glu Ser Glv Pro Glv Leu Val Are 
Pro Ser Ghi Thr Leu Ser Leu Thr Cvs Thr Val Ser Glv 
Tvr Thr Phe Thr (SEP ID NP: 191 

FR2^ Trp Val Are Gin Pro Pro Glv Are Glv Leu Glu Trp He 
Glv (SEP ID NP: 14") 

FR3^ Are Val Thr Met Leu Val Asp Thr Ser Lvs Asn Gin Phe 
Ser Leu Are Leu Ser Ser Val Thr Ala Ala Asp Thr Ala 
Val Tvr Tvr Cvs Ala Are (SEP ID NP: 20) 

FR4^ Trp Glv Gin Glv Ser Leu Val Thr Val Ser Ser (SEP ID 
NP: 16): 

and 

(2) a C region of an H chain of a human antibody Cy . 
Claim 1 0 (Cancelled) 

Claim 1 1 (Previously Presented) The method according to claim 9, wherein the patient 

is a human. 

Claim 12 (Previously Presented) The method according to claim 11, wherein the 

antibody is administered in four divided doses from about 1 to 1000 mg. 

Claim 1 3 (Cvirrently Amended) A method of treating chronic rheumatoid arthritis, 

comprising administering to a patient in need thereof a pharmaceutical 
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composition comprising humanized PM-1 antibody and a physiologically 
acceptable carrier , wherein said humanized PM-1 antibody comprises 
(A) L chains of an antibody to a human IL-6 receptor, each comprising: 
(Da variable (V) region of a light (D chain of an antibody to the 
human IL-6 receptor having the following structure: 
FRl '-CDR1 '-FR2'-CDR2'-FR3'-CDR3'-FR4' 
wherein CDRl CDR2' and CDR3' represent a set of three 
complementarity determining regions comprising a set of the following 
amino acid sequences: 

CDRl ^ Are Ala Ser Gin Asp He Ser Ser Tvr Leu Asn (SEP ID 
NO: 2^ 

CDR2' Tvr Thr Ser Arg Leu His Ser (SEP ID NO: 3) 

CDR3 ' Gin Gin Glv Asn Thr Leu Pro Tvr Thr (SEP ID NO: 4^: 

and the FRl '. FR2'. FR3' and FR4' comprise a set of 

the following amino acid sequences: 
FRl ' Asp lie Gin Met Thr Gin Ser Pro Ser Ser Leu Ser Ala 

Ser Val Glv Asp Arg Val Thr He Thr Cvs (SEP ID NP: 

5} 

FR2' Trp Tvr Gin Gin Lvs Pro Glv Lvs Ala Pro Lvs Leu Leu 
He Tvr (SEP ID NO: 6) 

FR3 ' Glv Val Pro Ser Arg Phe Ser Glv Ser Glv Ser Glv Thr 
Asp Phe Thr Phe Thr He Ser Ser Leu Gin Pro Glu Asp 
He Ala Thr Tvr Tvr Cvs (SEO ID NO: 7^ 

FR4' Phe Glv Gin Glv Thr Lvs Val Glu He Lvs (SEO ID NO: 

8)1 

or 

FRl ' Asp He Gin Met Thr Gin Ser Pro Ser Ser Leu Ser Ala 
Ser Val Glv Asp Arg Val Thr He Thr Cvs (SEO ID NO: 

5} 

FR2 Trp Tvr Gin Gin Lvs Pro Glv Lvs Ala Pro Lvs Leu Leu 

He Tvr (SEO ID NO: 6^ 

FR3 ' Glv Val Pro Ser Arg Phe Ser Glv Ser Glv Ser Glv Thr 
Asp Tvr Thr Phe Thr He Ser Ser Leu Gin Pro Glu Asp 
He Ala Thr Tvr Tvr Cvs (SEO ID NO: 9^ 
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FR4' Phe Glv Gin Glv Thr Lvs Val Glu He Lvs rSEO ID NO: 

8}; 

and 

(2) a C region of an L chain of a hviman antibody Ck: and 
(B) H chains of an antibody to the human IL-6 receptor, each comprising: 

(1) a V region of a heavy (H") chain of an antibody to the hvmian IL-6 

receptor having the following structure: 

FR 1 ^-CDR 1 ^-FR2^-CDR2^-FR3^-CDR3^-FR4^ 

wherein CDRl^. CDR2^ and CDR3^ represent a set of three 

complementarity determining regions comprising a set of the following 

amino acid sequences: 

CDRl^ Ser Asp His Ala Trp Ser (SEP ID NO: 101 

CDR2^ Tvr He Ser Tyr Ser Gly He Thr Thr Tvr Asn Pro Ser 

Leu Lvs Ser rSEO ID NO: 1 H 
CDR3^ Ser Leu Ala Arg Thr Thr Ala Met Asp Tvr (SEP ID 
NP: 12): 

and the FRl^. FR2^. FR3^ and FR4^ comprise a set of the following 
amino acid sequences: 

FRl^ Gin Val Gin Leu Gin Glu Ser Gly Pro Gly Leu Val Arg 

Pro Ser Gin Thr Leu Ser Leu Thr Cys Thr Val Ser Glv 

Tvr Ser He Thr rSEP ID NP: 13) 
FR2^ Trp Val Arg Gin Pro Pro Glv Arg Glv Leu Glu Trp He 

Glv rSEP IDNP: 14) 
FR3 Arg Val Thr Met Leu Arg Asp Thr Ser Lvs Asn Gin 

Phe Ser Leu Arg Leu Ser Ser Val Thr Ala Ala Asp Thr 

Ala Val Tvr Tvr Cvs Ala Arg (SEP ID NP: 1 5) 
FR4^ Trp Glv Gin Glv Ser Leu Val Thr Val Ser Ser rSEP ID 

NP: 16): 

FRl^ Asp Val Gin Leu Gin Glu Ser Glv Pro Glv Leu Val Arg 
Pro Ser Gin Thr Leu Ser Leu Thr Cvs Thr Val Ser Gly 
Tvr Thr Phe Thr (SEP ID NP: 1 7) 

FR2^ Trp Val Arg Gin Pro Pro Glv Arg Glv Leu Glu Trp Met 
Glv (SEP IDNP: 18) 
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FR3 


Are Val Thr Met Leu Are Asp Thr Ser Lvs Asn Gin 




Phe Ser Leu Are Leu Ser Ser Val Thr Ala Ala Asd Thr 




Ala Val Tvr Tvr Cvs Ala Are fSEO ID NO: 15) 




frp Glv Gin Glv Ser Leu Val Thr Val Ser Ser ( SEO ID 




NO: 16): 


FRl 


Gin Val Gin Leu Gin Glu Ser Glv Pro Glv Leu Val Are 




Pro Ser Gin Thr Leu Ser Leu Thr Cvs Thr Val Ser Glv 




Tvr Thr Phe Thr (SEO ID NO: 19) 


T^T> o2 

FR2 


Trp Val Are Gin Pro Pro Glv Are Glv Leu Glu Trp Met 




Glv (SEO ID NO: 18) 


FR3 


Are Val Thr Met Leu Are Asp Thr Ser Lvs Asn Gin 




Phe Ser Leu Are Leu Ser Ser Val Thr Ala Ala Asp Thr 




Ala Val Tvr Tvr Cvs Ala Are (SEO ID NO: 15) 


FR4 


Trp Glv Gin Glv Ser Leu Val Thr Val Ser Ser (SEO ID 




NO: 16); 


FRl 


Asp Val Gm Leu Gin Glu Ser Glv Pro Glv Leu Val Arg 




Pro Ser Gin Thr Leu Ser Leu Thr Cvs Thr Val Ser Glv 




Tvr Thr Phe Thr fSEO ID NO: 17) 


FR2 


Trp Val Are Gin Pro Pro Glv Are Glv Leu Glu Trp He 




y^ 1 /'n x^ /~\. xx^ "K 1 A\ 

Glv fSEO ID NO: 14) 


FR3 


A T r 1 T^l "fc jT j_ X A A T"! OX A 1 

Are Val Thr Met Leu Are Asp Thr Ser Lvs Asn Gin 




Phe Ser Leu Arg Leu Ser Ser Val Thr Ala Ala Asp Thr 




Ala Val Tvr Tvr Cvs Ala Are (SEO ID NO: 15) 


FR4 


Trp Glv Gin Glv Ser Leu Val Thr Val Ser Ser (SEO ID 




NO: 16); 


FRl 


y^ 1 T T 1 1 X y^ 1 y^ 1 O y^ 1 x^ y^ 1 X x r 1 a 

Gin Val Gin Leu Gin Glu Ser Glv Pro Glv Leu Val Are 




Pro Ser Gin Thr Leu Ser Leu Thr Cvs Thr Val Ser Glv 




Tvr Thr Phe Thr fSEO ID NO: 19) 


FR2 


X T 1 A y^ 1 X* x^ y^ 1 A y^ 1 x 1 xt 

Trp Val Are Gin Pro Pro Glv Are Glv Leu Glu Trp He 




t yO /~\. XX^ "V T y^ -1 A\ 

Glv rSEO ID NO: 14) 


FR3^ 


Arg Val Thr Met Leu Arg Asp Thr Ser Lvs Asn Gin 




Phe Ser Leu Are Leu Ser Ser Val Thr Ala Ala Asp Thr 




Ala Val Tvr Tvr Cvs Ala Are (SEO ID NO: 15) 
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1 rp CjIv Cjln CjIv oer Leu Val l nr Val ber Ser ( SEO ID 




NO: 16): 


or 




t?T> 1 2 


Cjln Val Oln Leu Cjln CjIu c>er CjIv rro CjIv Leu Val Are 




Pro Ser Gin Thr Leu Ser Leu Thr Cvs Thr Val Ser Glv 




1 vr 1 nr rne Inr (oLL> ID NU: ly ) 


r?r> '^2 

rK2 


1 rp Val Are Cjln rro rro CjIv Arg Olv Leu CjIu 1 rp lie 




CjIv (obO ID NO: 14) 




Arg V ai 1 nr jviei i^eu v ai Asp i nr oer L/VS Asn uin rne 




Ser Leu Are Leu Ser Ser Val Thr Ala Ala Asp Thr Ala 




Val Tvr Tvr Cvs Ala Are fSEO ID NO: 20^ 


FR4^ 


Trp Glv Gin Glv Ser Leu Val Thr Val Ser Ser fSEO ID 



NO: 16^: 

and 

(2) a C region of an H chain of a human antibody Cy . 

Claim 14 (Previously Presented) The method according to claim 13, wherein the 

antibody suppresses abnormal growth of snyovial cells. 

Claim 1 5 (Cancelled) 

Claim 16 (Previously Presented) The method according to claim 13, wherein the patient 

is a human. 



Claim 17 (Previously Presented) The method according to claim 16, wherein the 

antibody is administered in four divided doses from about 1 to 1000 mg. 

Claim 18 (Cancelled) 
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